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11889421 BIOSIS NO.: 199900135530 

Association of ulcerative colitis with rare VNTR alleles of the human 

intestinal mucin gene, MUC3. 
AUTHOR: Kyo Kennoki; Parkes Miles; Takei Yoshiki; Nishimori Hiroyuki; Vyas 

Paulomi; Satsangi Jack; Simmons Jon; Nagawa Hirokazu; Baba Shozo; Jewell 

Derek; Muto Tetsuichiro; Lathrop G Mark; Nakamura Yusuke(a) 
AUTHOR ADDRESS: (a) Lab. Molecular Med., Human Genome Center, Inst. Medical 

Science, Univ. Tokyo, 4-6-1, Shirokaneda** Japan 
JOURNAL: Human Molecular Genetics 8 (2):p307-311 Feb., 1999 
ISSN: 0964-6906 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE : English 

ABSTRACT: Ulcerative colitis (UC) , a common form of inflammatory bowel 

disease, is a multifactorial disorder with significant genetic influence. 
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Recently, evidence c^^inkage on chromosome 7q near '^^k intestinal mucin 
gene MUC3 was reporll^Bby an affected sib-pair analyi^BI Previous reports 
indicate a possible mucin abnormality in UC patients, but whether genetic 
differences in a specific mucin gene are associated with UC is unknown. 
Here we analysed polymorphisms of variable number of tandem repeats 
(VNTRs) within this gene using DNAs obtained from 243 Japanese (75 
patients with UC and 16? controls), and to confirm the result we 
undertook a two-stage examination using 328 Caucasian samples (72 and 85 
with UC in the first and second stages, respectively, and 171 controls) . 
When the frequency of patients carrying one or two rare VNTR alleles was 
compared with that of controls, a significant increase was found first in 
Japanese patients (odds ratio 2.72, 95% CI 1.17-6.32, P = 0.0308). In 
Caucasians, the odds ratio was 2.80 (95% CI 1.36-5.75, P= 0.0079) in the 
first stage, 2.43 (95% CI 1.20-4.92, P = 0.0196) in the second stage and 
2.60 (95% CI 1.41-4.80, P= 0.0024) in total. The overall odds ratio was 
2.64 (95% CI 1.60-4-33, P = 0.0001). This result suggests that rare 
alleles of the MUC3 gene may confer genetic predisposition to UC. 
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0230736 DBA Accession No. : 99-00837 PATENT 
Use of variable number tandem repeat allele 

and their flanking region - for genetic fingerprinting or other method 
of genotyping individual 
AUTHOR: Firth G 

CORPORATE SOURCE: Hitchin, UK. 
PATENT ASSIGNEE: Firth G 1998 

PATENT NUMBER: WO 9842867 PATENT DATE: 981001 WPI ACCESSION NO.: 

98-609895 (9851) 
PRIORITY APPLIC. NO.: EP 97301917 APPLIC. DATE: 970321 
NATIONAL APPLIC. NO.: WO 98GB840 APPLIC. DATE: 980320 
LANGUAGE : English 

ABSTRACT: A method for the extraction of variable number tandem repeat 
polymorphism (VNTR) alleles is claimed and comprises making a mixture 
of VNTR alleles and their flanking regions from genomic DNA by: 
ligating an adaptor to genomic DNA fragments so that the 3' end of the 
adaptor-terminated fragment is blocked to prevent chain extension, and 
using these with adaptor-DNA primers and VNTR sense and antisense DNA 
to generate 3'- and 5 '-flanking VNTR amplimers; and using the amplimers 
as DNA primers to extend on genomic DNA as the template and create the 
desired mixture of VNTR alleles and their flanking regions. Also 
claimed are: a method for treating a mixture of polymorphic alleles 
representative of a desired trait, by separating and re-annealing the 
DNA strands and discarding mismatches; and a method for identifying an 
allele-linked to a trait by hybridizing a polymorphic allele 
representative of the trait with a mixture of non-trait alleles and 
selecting matches or mismatches to isolate the polymorphic trait-linked 
allele. The alleles generated can be used for genetic fingerprinting or 
obtaining selectable markers which segregate with specific traits. 
(lOlpp) 
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PATENT: PCT International ; WO 9842867 Al DATE: 19981001 
APPLICATION: WO 9,8GB840 (19980320) 

PAGES: 101 pp. CODEN: PIXXD2 LANGUAGE: English CLASS: C12Q-001/68A 
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alleles and detection of polymorphic markers for inherited traits at 
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FULL TEXT: 612 lines 
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FULL TEXT: 1815 lines 



9/6/14 (Item 6 from file: 654) 
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FULL TEXT: 874 lines 



9/6/15 (Item 7 from file: 654) 

02922010 
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FULL TEXT: 1373 lines 



9/6/17 (Item 9 from file: 654) 

02895578 

POLYMORPHISMS IN THE GLUCOSE-6 PHOSPHATE DEHYDROGENASE LOCUS 
FULL TEXT: 1360 lines 



9/6/18 (Item 10 from file: 654) 

02895571 

COMPARATIVE GENOMIC HYBRIDIZATION (CGH) 

[Detection of amplification, reproduction, and, or deletion of genones] 
FULL TEXT: 3541 lines 



9/6/19 (Item 11 from file: 654) 

02893542 

METHODS FOR THE DIAGNOSIS OF GLAUCOMA 
FULL TEXT: 1532 lines 



9/6/20 (Item 12 ^wi file: 654) 

02893131 

'method of characterisation of genomic dna 

FULL TEXT: 4623 lines 



9/6/21 (Item 13 from file: 654) 

02888348 

METHODS FOR THE DIAGNOSIS OF GLAUCOMA 
FULL TEXT: 1514 lines 



9/6/22 (Item 14 from file: 654) 

02846423 
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FULL TEXT: 7 91 lines 
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COMPARATIVE GENOMIC HYBRIDIZATION (CGH) 

[Labelling DNA sequences, hybridization; diagnosing genetic disorders] 
FULL TEXT: 2975 lines 



9/6/27 (Item 19 from file: 654) 
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METHODS FOR THE DIAGNOSIS OF GLAUCOMA 

[ Specific nucleic acid encoded human trabecular meshwork induced 
glucocorticoid response protein] 
FULL TEXT: 1303 lines 
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FULL TEXT: 1738 lines 
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10019865 99303259 

Characterization of a variable number tandem 

repeat region in the thiopurine S-methyltransf erase gene promoter. 

Spire-Vayron de la Moureyre C; Debuysere H; Fazio F; Sergent E; Bernard C 
; Sabbagh N; Marez D; Lo Guidice JM; D'halluin JC; Broly F 

Laboratoire de Biochimie et Biologie Moleculaire, Hopital Calmette, 
Centre Hospitaller Regional et Universitaire, Lille, France. 

Pharmacogenetics (ENGLAND) Apr 1999, 9 (2) pl89-98, ISSN 0960-314X 
Journal Code: BRT 

Languages : ENGLISH 

Document type: JOURNAL ARTICLE 

Characterization of the genetic polymorphism of thiopurine 
S-methyltransf erase enzyme (TPMT; EC 2.1.1.67) is required because of its 
clinical importance for patients . exposed to thiopurine drugs. A number of 
point mutations have already been characterized in exons and introns of the 
TPMT gene. Here we report the identification of a polymorphic locus within 
the promoter region of the gene. This polymorphism was detected by 
polymerase chain reaction - single strand conformation polymorphism 
analysis of DNA samples from 54 unrelated European individuals. A total of 
five alleles with length variations were distinguished through the 5*- 
flanking region involved in the TPMT gene expression. Sequence 
analysis revealed that these variations were due to a variable number of 
tandem repeats (VNTR) , ranging from four to eight repeats. Each repeat 
consists of 17 or 18 bp units and contains putative binding sites for 
transcription factors. The most frequent alleles harbour four or five 
tandem repeats, a heterozygosity rate of 0.44 was calculated, and a stable 
Mendelian inheritance of alleles was demonstrated. Analysis of the effect 
of each VNTR allele on promoter activity of a reporter gene was further 
performed in various cell lines by transient transfection assay. A 
modulatory effect of VNTR alleles was observed in vitro, but the repeat 
polymorphism did not display a significative role in TPMT gene 
regulation in vivo. Further studies need to be carried out to support the 
hypothesis that VNTR may contribute to the large interindividual variations 
of TPMT activity. 
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09296867 97449816 



Products of partia^^digestion with Hae III. Part " Characterization, 
casework experience confirmation of the theory three-, four- and 

five-banded RFLP pattern origins using partial digestion. 

Benzinger EA; Emerek EA; Grigsby NL; Duewer DL; Lovekamp ML; Deadman H; 
Thompson JL; Sallee PJ; Riech AK 

Illinois State Police, Springfield, USA. 

J Forensic Sci (UNITED STATES) Sep 1997, 42 (5) p850-63, ISSN 
0022-1198 Journal Code: I5Z 
Languages : ENGLISH 
Document type: JOURNAL ARTICLE 

The sizes of Hae III partial digestion products at D1S7, D2S44, D4S139, 
D5S110, D10S28, and D17S26 were evaluated in experimentally generated 
partial digestions of liquid blood DNA. The partial digestion products were 
highly predictable, suggesting a very high level of sequence conservation 
in regions flanking variable number tandem 

repeat (VNTR) blocks . Partial digestion bands associated with 
three-or-more-banded patterns were also characterized. Partial digestion of 
three-banded patterns can be used to determine whether the extra bands 
arise due to internal Hae III sites in the VNTR block and to identify 
hidden three-banded patterns. Partial digestion products from forensic 
casework also conformed to size expectations. Presumed partial digestion 
bands from 27 forensic samples were compared to the experimentally 
generated data. The causes of partial digestion are examined and 
recommendations for interpreting forensic DNA evidence exhibiting partial 
digestion products are given. 
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Rapid diagnosis of Miller-Dieker syndrome and isolated lissencephaly 
sequence by the polymerase chain reaction. 

Batanian JR; Ledbetter SA; Wolff RK; Nakamura Y; White R; Dobyns WB; 
Ledbetter DH 

Institute for Molecular Genetics, Baylor College of Medicine, Houston, TX 
77030. 

Hum Genet (GERMANY) Oct 1990, 85 (5) p555-9, ISSN 0340-6717 
Journal Code: GED 

Contract/Grant No. : HD20619, HD, NICHD 

Languages : ENGLISH 

Document type: JOURNAL ARTICLE 

Probe YNZ22 (D17S5) is a., highly polymorphic, variable number 
tandem repeat (VNTR) marker previously shown to be deleted in 
all patients with the Miller-Dieker syndrome (MDS) but not in patients with 
isolated lissencephaly sequence (ILS) . Primers were constructed to the 
unique sequence flanking the polymorphic, repetitive region of YNZ22 
for amplification by the polymerase chain reaction (PCR). Analysis of 118 
normal individuals revealed 12 alleles (differing in copy number of a 7 0-bp 
repeat unit) ranging in size from 168 to 938 bp. A retrospective study of 
eight MDS and six ILS patients was consistent with Southern blot analysis 
in all cases except one. In the latter, a very large allele (12 copies of 
the repeat unit) in a patient and her mother failed to amplify on initial 
attempts, but was successfully amplified by reducing the concentration of 
genomic DNA used in the reaction. Prospective studies on two MDS and five 
ILS patients were successfully performed and confirmed in all cases by 
Southern blot analysis. From the total sample, restriction fragment length 
polymorphism (RFLP) analysis was fully informative in four of ten MDS 
patients and showed a deletion in all four cases. Nine of eleven ILS 
patients were heterozygous and therefore not deleted for YNZ22 . Development 
of primers for additional polymorphic markers in the Miller-Dieker region 
will lead to a rapid PCR-based diagnostic approach for all MDS and ILS 
patients. PCR typing of YNZ22 will also facilitate use of this marker in 
other applications, including genetic linkage, paternity and forensic 



studies, and analysis " loss of heterozygosity in tumc^ 



9/7/4 (Item 1 from file: 5) 

DIALOG(R) File 5:Biosis Previews (R) 
(c) 2000 BIOSIS. All rts. reserv. 

12198641 BIOSIS NO.: 199900493490 
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Jean-Marc Lo; D'halluin Jean-Claude; Broly Franck(a) 
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ISSN: 0960-314X 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 
SUMMARY LANGUAGE: English 

ABSTRACT: Characterization of the genetic polymorphism of thiopurine 

S-methyltransf erase enzyme (TPMT; EC 2.1.1.67) is required because of its 
clinical importance for patients exposed to thiopurine drugs. A number of 
point mutations have already been characterized in exons and introns of 
the TMPT gene. Here we report the identification of a polymorphic locus 
within the promoter region of the gene. This polymorphism was 
detected by polymerase chain reaction - single strand conformation 
polymorphism analysis of DNA samples from 54 unrelated European 
individuals. A total of five alleles with length variations were 
distinguished through the 5 * -flanking region involved in the TPMT 
gene expression. Sequence analysis revealed that these variations were 
due to a variable number of tandem repeats (VNTR) , ranging from four to 
eight repeats. Each repeat consists of 17 or 18 bp units and contains 
putative binding sites for transcription factors. The most frequent 
alleles harbour four or five tandem repeats, a heter ozygosity rate of 
0.44 was calculated, and a stable Mendelian inheritance of alleles was 
demonstrated. Analysis of the effect of each VNTR allele on promoter 
activity of a reporter gene was further performed in various cell lines 
by transient transfection assay. A modulatory effect of VNTR alleles was 
observed in vitro, but the repeat polymorphism did not display a 
significative role in TPMT gene regulation in vivo. Further studies need 
to be carried out to support the.. hypothesis that VNTR may contribute to 
the large interindividual variations of TPMT activity. 
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LANGUAGE: English 

ABSTRACT: A variable number of tandem repeat from a porcine 

glucosephosphate isomerase intron has been isolated and sequenced. The 



repeat has a unit s:^^of 39 bp, is highly conserved^||d is present in at 
least 14 copies. Fl^^p.ng sequences show a sequence |^B.odicity of 

53-54 bp and some sequence homology to the 39 bp repeat. A considerable 
part of the genomic DNA has been lost during subcloning and is considered 
to be deletion prone or refractory to propagation in Escherichia coli . 
The tandem repeat is locus specific and detects at least six alleles in 
BamHI digested porcine DNA. No homology to other tandem repeat sequences 
has been found. 
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AUTHOR ADDRESS: CENTER HUMAN GENETICS, UNIV. LEUVEN, CAMPUS GASTHUISBERG 0 

AND N6, HERESTRAAT, B-3000 LEUVEN, BELGIUM. 
JOURNAL: DNA CELL BIOL 9 (6). 1990. 461-469. 
CODEN: DCEBE 
RECORD TYPE: Abstract 
LANGUAGE: ENGLISH 

ABSTRACT: The polymerase chain reaction (PGR) technique has provided a 
substantial improvement for the detection and analysis of known genetic 
polymorphisms. Here, we describe the application of this method for the 
detection of variable number of tandem repeat (VNTR) sequences. With the 
use of unique oligonucleotide primers, flanking the repeat 
sequence, and the thermostable Taq DNA polymerase, the hypervariable 
regions 3* of the Ha-ras gene, 3* of the apolipoprotein B gene, and 5' to 
the joining segments of the heavy-chain immunoglobulin gene could be 
amplified. Alleles up to 2,000 bp could be visualized directly on 
ethidium bromide-stained agarose gels. Larger alleles were seen only 
after traditional Southern blot analysis with an internal probe. The 
value of this new approach for the detection of VNTRs is illustrated in a 
case of paternity dispute. 
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FULL TEXT: 3543 lines 

ABSTRACT 



A method of characterizing a test sample of genomic DNA which method 
comprises amplifying a tandemly repeated region, comprising more than one 
type of repeat unit, as far as internal repeat units of a specific type so 
as to generate a set of amplification products which identify the relative 
positions of the internal repeat units within the tandemly repeated region, 
and separating the set of amplification products to provide a sample code. 
The sample codes are suitable for computerized storage on, and retrieval 
from, a database. The invention also provides a novel method' for the 
detection of diagnostic base sequences in one or more nucleic acids 
contained in a sample . 
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ABSTRACT 



The present invention is related to the identification of cloned DNA 
sequences that reveal individual multiallele loci . The loci are used in the 
process of the present invention to provide convenient and accurate genetic 
identification. A large number of clones that recognize VNTR loci have been 
isolated from a cosmid library and characterized. 
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ABSTRACT 



The present invention relates to a DNA profiling assay for detecting 
polymorphisms in a short tandem repeat. The method includes the steps of 
extracting DNA from a sample to be tested, amplifying the extracted DNA and 
identifying the amplified extension products for each different sequence. 
Each different sequence is differentially labeled. In the method, internal 
and external standards can also be used. The method is applicable to a wide 
variety of forensic and medical samples, including blood, semen, vaginal 
swaps, tissue, hair, saliva, urine and mixtures of body fluids. A short 
tandem repeat sequence which can be characterized by the formula (A sub w G 
sub X T sub y C sub z) sub n, wherein A, G, T and C represent the 
nucleotides, w, x, y and z represent the number of nucleotide and range 
from 0 to 7 and the sum of w+x+y+z ranges from 3 to 7 and n represents the 
repeat number and ranges from 5 to 50. The labels can be from a variety of 
groups, including fluorescers, radioisotopes, chemiluminescers, stains, 
enzymes and antibodies. Also described is a kit. Further, a method of 
detecting the polymorphic short tandem repeats comprising the steps of 
either searching for the repeats in a data base or comparing 



oligonucleotides and s^^ching for the repeats in a gej^^c library. 
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ABSTRACT 



The present invention is related to the identification of cloned DNA 
sequences that reveal individual multiallele loci. The loci are used in the 
process of the present invention to provide convenient and accurate genetic 
identification .■ A large number of clones that recognize VNTR loci have been 
isolated from a cosmid library and characterized. 
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The present invention relates generally to a method of characterizing a 
sample of genomic DNA and to nucleotide sequences employed in the method as 
well as kits comprising these. In particular the invention involves the use 
of primers which selectively prime specific type(s) of internal repeat unit 
in a tandemly repeated region. The method of the invention is particularly 
useful in forensic or paternity studies and provides individual sample 
codes suitable for computerized storage on, and retrieval from, a database. 
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Analysis of parent-offspring trios provides evidence for linkage and 
association between the insulin gene and type 2 diabetes mediated 
exclusively through paternally transmitted class III variable 
number tandem repeat alleles. 

Huxtable SJ; Saker PJ; Haddad L; Walker M; Frayling TM; Levy JC; Hitman 
GA; O'Rahilly S; Hattersley AT; McCarthy MI 

Division of Medicine, Imperial College School of Medicine, St. Mary's 
Hospital, London, UK. 

Diabetes (UNITED STATES) Jan 2000, 49 (1) pl26-30, ISSN 0012-1797 
Journal Code: E8X 

Languages: ENGLISH 

Document type: JOURNAL ARTICLE 

Variation at the variable number tandem repeat 

(VNTR) minisatellite 5* of the insulin gene (INS) is associated with 
several phenotypes, including type 1 diabetes, polycystic ovary syndrome, 
and birth weight. Case-control studies have suggested that class III VNTR 
alleles are also associated with type 2 diabetes, but results have been 
inconsistent and may reflect population stratification. To explore further 
the role of the INS-VNTR in type 2 diabetes susceptibility, we used 
family-based association methods in 155 parent-offspring trios from the 
British Diabetic Association-Warren Trios repository, each ascertained via 
a Europid proband with type 2 diabetes. Overall, there was no significant 
association between diabetes and the INS-VNTR genotype, with 65 of 119 
heterozygous parents (55%) transmitting class III and 54 class I (P = 0.16, 
one-sided) . However, whereas maternal transmissions followed Mendelian 
expectation, there was a marked excess of class III transmission from the 
49 heterozygous fathers (34 [69%] vs. 15, P = 0.003 vs. 50% expectation, P 
= 0.003 vs. maternal transmission). These results confirm that variation 
within the TH-INS-IGF2 locus, most plausibly at the VNTR itself, influences 
type 2 diabetes susceptibility. By demonstrating that this effect is 
mediated exclusively by the paternally derived allele, these findings 
implicate imprinted genes in the pathogenesis of type 2 diabetes. 
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Duplication of a genomic region containing the Cdc2Ll-2 and 

MMP21-22 genes on human chromosome lp36.3 and their linkage to D1Z2. 

Gururajan R; Lahti JM; Grenet J; Easton J; Gruber I; Ambros PF; Kidd VJ 
Department of Tumor Cell Biology, St. Jude Children's Research Hospital, 

Memphis, Tennessee 38101 USA. 

Genome Res (UNITED STATES) Sep 1998, 8 (9) p929-39, ISSN 1088-9051 
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Contract/Grant No.: GM44088, GM, NIGMS; CA67938, CA, NCI; CA21765, CA, 
NCI 

Languages : ENGLISH 

Document type: JOURNAL ARTICLE 

Cdc2Ll and Cdc2L2 span approximately 140 kb on human chromosome lp36.3. 
The products of the Cdc2L genes encode almost identical protein kinases, 
the PITSLRE kinases, which have functions that may be relevant to the 
regulation of transcription/splicing and apoptotic signaling. These genes 
are deleted/ translocated in neuroblastomas with MYCN gene amplification, a 
subset of malignant melanomas, and in a newly delineated deletion syndrome. 
Here we report that the p36.3 region of human chromosome 1 consists of two 
identical genomic regions, each of which contain a Cdc2L gene linked 
to a metalloprotease (MMP) gene in a tail-to-tail configuration. This 
duplicated genomic region is also linked tightly to D1Z2, a genetic 
marker containing a highly polymorphic VNTR (variable number 
tandem repeat ) consisting of an unusual 40-bp reiterated 
sequence. Thus, these genes and the polymorphic marker D1Z2 are organized 
as follows : telomere-DlZ2-5 ' -MMP22-3 ' -3 ' -Cdc2L2-5 ' -5 ' -Cdc2Ll -3 ' - 

3 ' -MMP2 1-5 ' -centromere . Remarkably, the introns and exons of Cdc2Ll and 
Cdc2L2, „ as well as their flanking regions, are essentially identical. A 
total of 15 amino acid differences, 12 nonconservative and 3 conservative, 
can be found in the 773-786 amino acids specified by the various products 
of the Cdc2L genes. Two separate promoter/5* untranslated (UT) regions, 
CpGl and CpG2, are identical to a reported previously methylated 
genomic CpG sequence and are used to express >20 different Cdc2L 
transcripts from the two genes. The expression of CpG2 transcripts from 
Cdc2Ll and Cdc2L2 is tissue/cell-line specific. CpGl transcripts are 
expressed ubiquitously from both genes, with perhaps some bias towards the 
expression of CpGl Cdc2Ll mRNAs in certain hematopoietic cells. 
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The cDNA and genomic clones for the human counterpart of the mouse 
mammary tumor gene Int3 were isolated and sequenced. We designated this 
human major histocompatibility complex (MHC) class III gene as N0TCH4, 
since very recently, by sequencing cDNA clones, the complete form of the 
mouse proto-oncogene Int3 has been clarified and named Notch4 . The present 



human N0TCH4 sequen^^^is the first example of the g^^Miic sequence 
for the extracellula^^ftrtion of the mammalian Notch4|^Bid by comparing it 
'with the mouse NotchT cDNA sequence, the exon/intron organization was 
clarified. The comparison of the predicted amino acid sequence of human 
N0TCH4 with those of other Notch homologues of a wide range of species 
revealed four subfamilies for mammalian Notch. In the protein coding region 
of human N0TCH4, we found (CTG)n repeats showing a variable 
number tandem repeat (VNTR) polymorphism for different 

human leukocyte antigen (HLA) haplotypes. Ten genes mapped on 6p21.3, 
including N0TCH4, were found to have counterparts structurally and 
functionally similar to those mostly mapped on 9q33-q34, indicating 
segmental chromosome duplication during the course of evolution. Similarity 
of genes on chromosomes 1, 6, 9 and 19 was also discussed. 
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Genomic differentiation among natural populations of orang-utan 
(Pongo pygmaeus) . 
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BACKGROUND: Orang-utans exist today in small isolated populations on the 
islands of Borneo (subspecies Pongo pygmaeus pygmaeus) and Sumatra 
(subspecies P. p. abelii) . Although, on the basis of their morphological, 
behavioral and cytogenetical characteristics, the Bornean and Sumatran 
orang-utan populations are generally considered as two separate subspecies, 
there is no universal agreement as to whether their genetic differentiation 
is sufficient to consider and manage them as species, subspecies or 
population level taxonomic units. A more precise phylogenetic description 
would affect many conservation management decisions about captive and 
free-ranging orang-utans. RESULTS: We analyzed the amount and patterns of 
molecular genetic variation in orang-utan populations using cellular DNA 
from orang-utans from two locations in Sumatra and nine 
locations-representing four isolated populations-in Borneo. Genetic and 
phylogenetic analyses of mitochondrial DNA restriction fragment length 
polymorphisms, nuclear minisatellite (or variable number 
tandem repeat ) loci and mitochondrial 16S ribosomal RNA 
sequences led to three major findings. First, the genetic distance and 
phylogenetic differentiation between Sumatran and Bornean orang-utans is 
large, greater than that between the common chimpanzee. Pan troglodytes, 
and the pygmy chimpanzee or bonobo. Pan paniscus. The genetic distance 
suggests that the two island subspecies diverged approximately 1.5-1.7 
million years ago, well before the two islands separated and long enough 
for species-level differentiation. Second, there is considerable endemic 
genetic diversity within the Bornean and Sumatran orang-utan populations, 
suggesting that they have not experienced recent bottlenecks or founder 
effects. And third, there is little genetic differentiation among four 
geographically isolated populations of Bornean orang-utans, consistent with 
gene flow having occurred between them until recently. CONCLUSIONS: Our 
results are consistent with the view that the genetic differentiation 
between Sumatran and Bornean orang-utans has reached the level of distinct 
species. Furthermore, our findings indicate that there is not a genetic 
imperative for the separate management of geographically isolated Bornean 
populations . 
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The gene MUCl codes for a mucin-type glycoprotein and like most of the 
other mucin genes shows variable number tandem 
repeat (VNTR) polymorphism within the coding region. A polymorphism 
due to a G/A substitution in exon 2, responsible for a genetically 
determined variation in splicing of the MUCl transcript, has also been 
reported (Ligtenberg et al . 1990, 1991) . Here we describe the detection of 
this nucleotide substitution polymorphism by single stranded conformational 
analysis of genomic DNA and we also report a CA repeat polymorphism 
within intron 6 of the gene. Haplotypes were determined in a series of 
families and the common alleles of these two polymorphisms were found to be 
associated. These results support the notion that the VNTR polymorphism in 
the coding sequence of MUCl is not caused by unequal reciprocal 
recombination at meiosis. 
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Thyroid peroxidase: evidence for disease gene exclusion in Pendred's 
syndrome . 
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OBJECTIVE: Pendred^s syndrome is an association between congenital 
neurosensory deafness and goitre with abnormal discharge of iodide 
following perchlorate challenge, indicating a defect of iodide 
organification. Although Pendred's syndrome may cause up to 7.5% of all 
cases of congenital deafness, the molecular basis of the association 
between the hearing loss and the thyroid organification defect remains 
unknown. We chose to investigate the role of the thyroid peroxidase (TPO) 
gene as the genetic defect in Pendred's syndrome. DESIGN: A highly 
informative variable number tandem repeat (VNTR) , 

located 1.5 kb downstream of exon 10 of the TPO gene, was used to search 
for genetic linkage in multiple sibships affected by Pendred's syndrome. 
PATIENTS: Seven kindreds were recruited from the UK, each with at least two 
affected members. We have also examined a large inbred Israeli family with 
two affected offspring and five unaffected children. MEASUREMENTS: 
Individuals were assigned affected status based on the characteristic 
clinical features of Pendred's syndrome, namely the presence of congenital 
sensorineural hearing loss and the appearance in early life of a goitre. 
Additionally, at least one affected member from each sibship had a 
characteristic positive perchlorate discharge test (Morgans & Trotter, 
1958). PCR amplification of genomic DNA at the TPO VNTR allowed 
assignment of genotypes to each individual and the calculation of a 
two-point LOD score. RESULTS: In six of the nine sibships analysed we found 



obligatory recombii^^^on between TPO and ^^^red*s syndrome. 
Non-complementation ol^Brved in affected parents with ^^fcffected offspring 
'excluded TPO in an affected sibship with genotype sharing and supports a 
hypothesis of genetic homogeneity for Pendred's syndrome. In two sibships, 
mutation of the TPO gene as the cause of Pendred's syndrome could not be 
excluded. CONCLUSIONS: These data suggest that defects at the thyroid 
peroxidase locus on chromosome 2 are not the major cause of Pendred's 
syndrome . 
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Early embryonic failure associated with uniparental disomy for human 
chromosome 21. 
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As many as 16% of all recognized pregnancies may be anembryonic, with 
failure of the embryo at a very early stage of development leaving only the 
extraembryonic components of the conceptus to proliferate. Studies in the 
mouse have shown that the maternal and paternal contributions to the genome 
of the zygote are not functionally equivalent, due to parental 
genomic imprinting. Uniparental disomy can reveal imprinting effects, 
as in this phenomenon both members of a chromosome pair are inherited from 
the same parent. We have carried out a systematic search for uniparental 
disomy in tissues from 23 cases of early embryonic failure, using 
variable number tandem repeat (VNTR) analysis and 

PCR amplification of polymorphic short sequence repeats. Two cases of 
maternal uniparental heterodisomy for chromosome 21 were identified. One 
case occurred in conjunction with trisomy for chromosomes 7 and 9, but in 
the other case maternal uniparental heterodisomy for chromosome 21 was the 
only chromosomal abnormality found. We therefore postulate that there may 
be developmentally important genes on human chromosome 21 which are 
imprinted such that both parental copies are essential for normal 
embryogenesis . 
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DNA fingerprinting used to test for family effects on precocious sexual 
maturation in two populations of Oncorhynchus tshawytscha (Chinook salmon) . 
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Two single locus Variable Number Tandem Repeat 

(VNTR) DNA probes were used to test for differences in allele distribution 
between precociously mature male and immature chinook salmon, Oncorhynchus 
tshawytscha. Two populations were examined: Robertson Creek (RC) adult 
salmon, and Nicola River (NR) freshwater juveniles, or parr. Genomic 
DNA was extracted from 74 RC precociously mature adult males ('jacks') and 



94 RC immature adu3^^of the same age and from 45 N^j^ecociously mature 
parr and 51 NR nonmat^^lng parr. The genomic DNA was ll^Bridized with 
'a single locus VNTR probe developed for chinook salmor^(OtSLl) , as well as 
one developed for Atlantic salmon, Salmo salar (Ssal) . The allele frequency 
distributions at both loci were significantly different for the RC jacks 
and immature fish, indicating a family effect on the incidence of 
precocious maturation in that population. No difference was found between 
the allele frequency distribution of the NR precocious and immature parr. A 
bin width sensitivity analysis showed that the comparisons of the allele 
frequency distributions were insensitive to the choice of bin size. No 
differences in heterozygosity were found between mature and immature fish 
at either locus for both stocks. Preliminary testing for family effects on 
phenotypes of interest, such as alternative life history strategies, can be 
performed using hypervariable VNTR DNA probes, prior to implementing costly 
and involved breeding programmes. 
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No evidence for microsatellite instability or consistent loss of 

heterozygosity at selected loci in chronic myeloid leukaemia blast crisis. 
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The aim of the present study was to investigate loss of heterozygosity 
(LOH) or microsatellite instability in chronic myeloid leukaemia (CML) 
blast crisis at genomic locations which are known or postulated to 
harbour tumour suppressor genes. We studied 48 patients in blast crisis of 
myeloid (n = 31), lymphoid (n = 15), megakaryocytic (n = 1), or mixed 
lineage (n = 1) phenotype by comparing constitutional DNA extracted from 
buccal epithelial cells or chronic phase leucocytes with DNA obtained from 
blast crisis leucocytes . Twelve variable number tandem 
repeat loci from six different chromosomes were amplified by 
polymerase chain reaction using labelled primers, and fractionated on 
polyacryl amide gels . After autoradiography, length as well as intensity of 
the amplified products were compared between constitutional and blast 
crisis samples. LOH was scored as complete, partial, or. none in informative 
patients. Complete LOH was found in one patient at 8p22 and another at 
13ql4; partial LOH was detected in three patients at llpl3 and/or llpl5. No 
LOH was found at 6q27, 8p21, 18q21, 22qll-12 and 22ql3 in any patient. 
Furthermore, no consistent difference in allelic length was observed in 517 
paired amplifications indicating no microsatellite instability. We conclude 
that the Rb gene at 13ql4, the Wilms tumour gene at llpl3, the DCC gene at 
18q21, the neurofibromatosis 2 gene at 22qll-13 and uncloned tumour 
suppressor genes at 6q27, 8p21-22 and llpl5, as well as genes responsible 
for microsatellite instability, are unlikely to be involved in the 
progression of CML to blast crisis in the majority of patients. 
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Characterization of a porcine variable niimber tandem 
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A variable number of tandem repeat from a porcine glucosephosphate 
isomerase intron has been isolated and sequenced. The repeat has a unit 
size of 39 bp, is highly conserved and is present in at least 14 copies. 
Flanking sequences show a sequence periodicity of 53-54 bp and some 
sequence homology to the 39 bp repeat. A considerable part of the 
genomic DNA has been lost during subcloning and is considered to be 
deletion prone or refractory to propagation in E. coli. The tandem repeat 
is locus specific and detects at least six alleles in BamHI digested 
porcine DNA. No homology to other tandem repeat sequences has been found. 



14/7/11 (Item 11 from file: 155} 

DIALOG (R) File 155 : MEDLINE (R) 

(c) format only 2000 Dialog Corporation. All rts. reserv. 

07354599 91332029 

Molecular cloning and analysis of the mouse homologue of the 
tumor-associated mucin, MUCl, reveals conservation of potential 
O-glycosylation sites, transmembrane, and cytoplasmic domains and a loss of 
minisatellite-like polymorphism. 
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We present here the full-length cDNA sequence and genomic structure 
of the mouse homologue of the tumor-associated mucin, MUCl . This mucin 
(previously called polymorphic epithelial mucin) is present at the apical 
surface of most glandular epithelial cells. The mouse gene, Muc-1, encodes 
an integral membrane protein with 40% of its coding capacity made up of 
serine, threonine, and proline, a composition typical of a highly 
0-glycosylated protein. The mucin core protein consists of an 
amino-terminal signal sequence, a tandem repeat domain encoding 16 repeats 
of 20-21 amino acids, and unique sequence containing transmembrane and 
cytoplasmic domains. Homology with the human protein is only 34% in the 
tandem repeat domain, mainly showing conservation of serines and 
threonines, presumed sites of 0-linked carbohydrate . attachment . Homology 
rises to 87% in the transmembrane and cytoplasmic domains, suggesting that 
these regions may be functionally important. The pattern of expression of 
the mouse mucin is very similar to that of its human counterpart and 
accordingly the two promoter regions share high homology, 74%, although 
previously identified potential hormone-responsive elements are not 
conserved. Interestingly, the mouse homologue, unlike its human counterpart 
does not exhibit a variable number tandem repeat 

polymorphism. We present evidence that suggests that the mouse gene was at 
one time polymorphic but has mutated away from this state. 
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Molecular cloning and expression of human tumor-associated polymorphic 
epithelial mucin. 

Gendler SJ; Lancaster CA; Taylor- Papadimitriou J; Duhig T; Peat N; 
Burchell J; Pemberton L; Lalani EN; Wilson D 

Imperial Cancer Research Fund, Lincoln's Inn Fields, London, United 



Kingdom. 

J Biol Chem ( UNI TD^P STATES ) Sep 5 1990, 265 pl5286-93, ISSN 

'0021-9258 Journal Code: HIV 
Languages : ENGLISH 
Document type: JOURNAL ARTICLE 

Human mammary cells present on the cell surface a polymorphic epithelial 
mucin (PEM) which is developmentally regulated and aberrantly expressed in 
tumors. PEM carries tumor-associated epitopes recognized by the monoclonal 
antibodies HMFG-1, HMFG-2, and SM-3. Previously isolated partial cDNA 
clones revealed that the core protein contained a large domain consisting 
of variable numbers of 20-amino acid repeat units. We now report the full 
sequence for PEM, as deduced from cDNA sequences. The encoded protein 
consists of three distinct regions: the amino terminus consisting of a 
putative signal peptide and degenerate repeats; the major portion of the 
protein which is the tandem repeat region; the carboxyl terminus consisting 
of degenerate tandem repeats and a unique sequence containing a 
transmembrane sequence and a cytoplasmic tail. Potential 0-glycosylation 
sites (serines or threonines) make up more than one-fourth of the amino 
acids. Length variations in the tandem repeat result in PEM being an 
expressed variable mamiber tandem repeat locus. 

Tandem repeats appear to be a general characteristic of mucin core 
proteins . 
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DNA profiling has been automated by the fluorescent tagging of amplified 
variable number tandem repeat (VNTR) loci. This was 

achieved by the use of f luorescently labeled primers in the amplification 
of 10 ng of genomic DNA, coupled with laser detection of the products 
during electrophoresis. The PCR products are sized by co-electrophoresing a 
standard size ladder mixed with every sample, thereby eliminating errors in 
size estimation caused- by lane-to-lane -differences in migration rate. This 
increases the precision of VNTR characterization and enables alleles that 
differ by a single 15-bp repeat to be resolved. The system is capable of 
high throughput: Twenty-four samples are electrophoresed and analyzed 
within 6 hr. Also, because four different dyes are available, three 
different loci can be simultaneously characterized with the fourth dye used 
for the internal standard. Approximately 100 unrelated British Caucasians 
were analyzed at the loci D1S80, D17S5, and ApoB. The probabilities of two 
unrelated individuals matching by chance (pM) at these three loci were 
determined to be 0.065, 0.040, and 0.069, respectively, with a combined pM 
of 1.8 X 10 (-4) . 
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Analytical DNA fingerprinting in lions: parentage; genetic diversity, and 
kinship. 
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The application of hypervariable minisatellite genomic families to 
the reconstruction of population genetic structure holds great promise in 
describing the demographic history and future prospects of free-ranging 
populations. This potential has not yet been realized due to unforeseen 
empirical constraints associated with the use of heterologous species 
probes, to theoretical limitations on the power of the procedure to track 
genie heterozygosity and kinship, and to the absence of extensive field 
studies to test genetic predictions. We combine here the technical 
development of feline-specific VNTR (variable niiihber 
tandem repeat ) families of genetic loci with the long-term 
demographic and behavioral observations of lion populations of the 
Serengeti ecosystem in East Africa. Minisatellite variation was used to 
quantify the extent of genetic variation in several populations that 
differed in their natural history and levels of inbreeding. Definitive 
parentage, both maternal and paternal, was assessed for 78 cubs born in 11 
lion prides, permitting the assessment of precise genealogical 
relationships among some 200 lions. The extent of DNA restriction fragment 
sharing between lions was empirically calibrated with the coefficient of 
relatedness, r, in two different populations that had distinct demographic 
histories. The results suggest that reliable estimates of relative genetic 
diversity, of parentage, and of individual relatedness can be achieved in 
free-ranging populations, provided the minisatellite family is calibrated 
in established pedigrees for the species. 



14/7/15 (Item 15 from file: 155) 

DIALOG(R) File 155 : MEDLINE (R) 

(c) format only 2000 Dialog Corporation. All rts . reserv. 

06374849 90196701 

Use of multiallelic human DNA probes to detect polymorphisms in the 
porcine genome. 

Troyer DL; Smith JE; Leipold HW 

Department of Anatomy and Physiology, College of Veterinary Medicine, 
Kansas State University, Manhattan 66506. 

Am J Vet Res (UNITED STATES) Mar 1990, 51 (3) p479-81, ISSN 0002-9645 
Journal Code: 40C 

Languages : ENGLISH 

Document type: JOURNAL ARTICLE 

Two human variable-numiber tandem repeat probes, 
pYNH24 and pYNA23, were examined for their possible ability to detect 
polymorphisms in the porcine genome. Useful DNA polymorphisms were detected 
in the porcine species, using both probes. In addition, results of Southern 
blot analysis of these markers in family studies indicated that the genome 
fragments obey mendelian laws of inheritance. 
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Both cloned and synthetic DNA probes complementary to human 
variable ntuhber tandem repeat (VNTR) loci have been 

used to detect restriction fragment length polymorphism. In this report, we 
describe an approach for the enzymatic synthesis of a DNA probe 
complementary to one VNTR locus. The probe is produced by annealing short 
synthetic oligonucleotides comprising single repeat units and enzymatically 
ligating them into a polymeric DNA probe. In Hinfl digests of human 
genomic DNA separated by agarose gel electrophoresis, this ligated 
oligonucleotide probe (LOP) detects multiple polymorphic loci in the range 
of 3-23 kb producing highly informative DNA fingerprint patterns when 
different individuals are compared. The hybridization pattern is very 
stable even under high-stringency wash conditions. The LOP is more easily 
generated than cloned VNTR probes and is totally synthetic, avoiding 
problems associated with cloned probes including bacterial growth and 
maintenance as well as in vitro labeling. 
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ABSTRACT: VNTR (variable number of tandem repeat) markers, also called 
single-copy minisatellites , were originally isolated from human DNA as 
highly informative restriction fragment length polymorphisms for mapping 
purposes. Evidence has lately emerged that some VNTR * sequences play 
significant roles in the regulation of transcription, and that some may 
also influence the translational efficiency or stability of mRNA, or 
modify the activity of proteins by altering their structure. Some 
apparent associations of VNTR sequences with personality traits or with 
susceptibility to diseases have strengthened the likelihood that these 
tandemly-repeated genomic elements are of physiological and 
biological importance. In this review, we summarize recent progress in 
efforts to clarify mechanisms involving VNTR sequences. 
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ABSTRACT: The genetic polymorphism at four variable number of tandem 
repeats (D1S80, D4S43, COL2A1, D17S5) and one short tandem repeat 
(ACTBP2) loci was assessed by polymerase chain reaction analysis of 
genomic DNA obtained from blood samples of eight human populations 
(Japanese, Northern Han, Hui, Uygur, Kazakh, Saudi Arabian, Greek, 
Italian) . Allele frequencies at all loci were in the Hardy-Weinberg 
equilibrium for each population. With the exception of ACTBP2, the 
allelic distribution patterns for these loci revealed a marked genetic 
divergence among the eight populations. A dendrogram constructed by the 
neighbor- j oining method based on the allele frequencies of the five loci 
suggested that the five Asian populations (Japanese, Northern Han, Hui, 
Uygur, and Kazakh) formed one cluster, whereas the two European 
populations and one West Asian population (Italian, Greek, and Saudi 
Arabian) formed another. The genetic relationship among these populations 
may have been greatly influenced by admixture as a result of the 
migration of individuals along the Silk Road throughout history. 
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LANGUAGE: English 

ABSTRACT: We have characterized genetic alterations at the molecular level 
in 49 scleroderma and 45 control families using variable number tandem 
repeats (VNTRs) . Additionally, paired fibroblast cell lines from the 
'affected* and * unaffected* skin and peripheral blood leucocytes of 30 
patients were also examined. All families in this study were typed for 
Class I Cw alleles and Class 11-DRB, -DQA and -DQB to confirm family 
membership. There were significant rises in the level of VNTR mutations 
in scleroderma patients (36.7%, n = 18), their siblings (16.3%, n = 13) 
and offspring (21.7%, n = 15). The level of VNTR mutations in the control 
group was 0.6% (n = 5) . These mutations did not correlate with the 



presence of autoantiJM|dies and no patient was taking j^^nown clastogenic 
drug. The most commc^^^NTR site for mutation was pYNi^B (17pl3.4). 
Differences were also seen in the VNTR alleles between fibroblast and 
lymphocyte DNA from the same patient, as measured by size alteration of 
one of the alleles. We have found that VNTRs are unstable in scleroderma 
patients, relatives and offspring. The reason for the genomic 
changes remains unknown, but previous studies have implicated the 
presence of a clastogen. 
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Hypervariable single and multi-locus DNA polymorphisms for genetic typing 

of non-human primates . 
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ABSTIRACT: The series of hypervariable, "minisatellite" loci characterized 
by JEFFREYS and coworkers in the human myoglobin gene have proved to be 
DNA sequences highly conserved throughout the eukaryotic genome, and 
hence the methodology developed for human DNA "fingerprinting" has found 
immediate application in an ever expanding number of species. 
Primatologists have not been slow to profit from a method which predicts 
individual recognition to a very high degree of probability, and initial 
studies have focused on paternity allocation (rather than paternity 
exclusion, as designated by the classical biochemical markers) , adaptive 
aspects of socio-sexual behaviour patterns and mating systems. A number 
of probes with sequences corresponding to the common minisatellite core 
sequences have been used for probing genomic DNA, and synthetic, 
G-rich oligonucleotides (15-37 bases), corresponding to the core sequence 
of the minisatellite repeat unit, or simply di-, tri-, or tetranucleotide 
repeats, appear to be equally discriminatory. The multiple banding 
patterns produced on hybridization of these probes to restriction enzyme 
digests of DNA provide an advantage in that the probability of two 
unrelated individuals sharing the same banding pattern will be low. 
However, the uncertainty of linkage of the multiple loci identified 
precludes genotyping and population genetic analyses based on allele 
frequencies. In contrast, single locus analysis allows DNA typing using 
variable number tandem repeat (VNTR) or 

restriction fragment length (RFLP) DNA polymorphisms, and the merits and 
drawbacks relative to DNA fingerprinting are discussed. For the 
behavioural primatologists dealing with defined, accessible troops of 
primates, the value of multilocus DNA fingerprinting, in terms of 
established methodology and availability of probes applicable to species 
as phylogenetically wide-ranging as apes and prosimians, may well 
outweigh the loss of genotypic and population structure data. 
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LANGUAGE: English 

ABSTRACT: Investigation of genomic polymorphisms detected by a 

mini-satellite "Myo" probe gives distinct and different Deoxyribonucleic 
Acid (DNA) fingerprints of chorionic villus and decidual membrane in the 
same placenta. The chorionic villus, which is regarded as the 
extraembryonal tissue, represents the essential embryonal DNA fingerprint 
pattern, while the decidual membrane reveals the maternal pattern. A 
comparison between the DNA fingerprints from the chorionic villus and 
from the blood sample of the suspected father provides the possibility of 
setting a paternity test in the early gestational state. Twenty-eight 
cases of paternity test on aborted placental tissues by DNA fingerprints 
were analysed. 
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ABSTRACT: The human polymorphic epithelial mucin (PEM) is expressed 

apically by glandular epithelium and by the carcinomas that develop from 
these tissues. Previously isolated cDNA clones revealed that the core 
protein contained a large domain consisting of variable numbers of 60 bp 
tandem repeats (TR) , making it an expressed minisatellite . We now report 
the full genomic sequence of the PEM gene, including 8 03 bp of 
5 ' flanking sequence. The gene is composed of 7 exons and varies in size 
from .apprxeq.4 to .apprxeq.7 kb, depending on the number of tandem 
repeats in exon 2. Expression of PEM was obtained from a genomic 
clone in an Epstein-Barr virus based vector, after transfection into a 
human epithelial cell line, indicating the presence of effective 
regulatory sequences in this clone. 
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RECORD TYPE: Abstract 

LANGUAGE: ENGLISH 



ABSTRACT: A gentic maM^ markers for human chromosome^j^^ spanning a 
genetic distance ot^^m cM in males and 231 cM in fe^Hbs, has been 
constructed from linrage studies with 19 loci in a l^ge panel of 
reference families. The markers included four classical systems 
previously assigned to chromosome 9, and restriction fragment length 
polymorphisms of two cloned genes, ABL oncogene and argininosuccinase 
synthetase pseudogene 3 (ASSP3) . The remaining 13 marker loci, with an 
average herterozygosity of 42%, were defined by arbitrary DNA probes 
newly ascertained from genomic libraries; seven of them were 
variable number of tandem repeat (VNTR) loci. A subset of 7 of the 19 
linked markers is proposed for a primary map that could detect linkage 
with a genetic defect within the covered region of chromosome 9, provided 
that at least 45 phase-known meioses were available for study in an 
affected family. 
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ABSTRACT: A genetic typing method based on capillary 

electrophoresis/laser-induced fluorescence (CE-LIF) was demonstrated. 
Variable number tandem repeat polymorphisms in 
the human D1S80 locus were studied. A pooled allelic ladder containing 
the 27 most common human alleles was used as the absolute standard. 

Extracted genomic DNA from an individual was amplified by the 
polymerase chain reaction (PGR) . Typing could be accomplished by 
co-injection of the PCR product and the D1S80 ladder and then running 
CE. Separation by a polymer solution of polyethylene oxide in uncoated 
fused silica capillaries allowed high- resolution, repeated runs in the 
same capillary. Sensitive detection with minimal sample preparation was 
possible by using ethidium bromide as the intercalating dye. 
Statistical analysis of the data showed a high level of confidence in 
matching the bands, despite variations in the injection process or CE 
system. Further adaptation to a multiple capillary array system should 
allow faster throughput. (20 ref) 
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ABSTRACT: The application of molecular biology to forensics is described. 
The general procedure used to produce a DNA profile is described, 
including (a) extraction of DNA from the sample, (b) digestion with 



Hinfl, (c) seM|^tion of the DNA fragmg||^ into bands by 
electrophoresis, l^B transfer of the DNA ban^^ftiattern to a nylon 
membrane, (e) use a 32P-labeled DNA probe to hybridize with the DNA, 
and (f) use of an X-ray film to reveal the positions of the bands that 
have hybridized with the probe. The DNA probes used have a base 
sequence complementary to a variable number tandem 
repeat sequence, and can be used to identify the fragments of 
interest from the thousands of others on the membrane. Instead of using 
32P as the label, more modern techniques use alkaline phosphatase 
(EC-3. 1.3.1) and a chemiluminescence method of detection. Further 
improvements can be obtained by amplification of the DNA being analyzed 
using the polymerase chain reaction, and adaptation of the techniques 

to the profiling of mitochondrial rather than genomic DNA. (1 
ref ) 
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ABSTRACT: A simple process was developed for blotting of small DNA 
fragments resolved by PAGE onto a cationic nylon membrane, using 
modified alkaline transfer. Filters could then be hybridized under 
standard conditions to a variety of variable ntimber 
tandem repeat (VNTR) probes. 2.5-5.0 g Genomic DNA 
was restricted, and PAGE loading dye was added. The PAGE gel was run, 
and was depurinated for 20 min, while attached to a Bind-Silane-treated 
plate, using 0.25 M HCl . DNA was then denatured in 0.5 M NaOH for 20 
min. A blotting stack was prepared, in which the alkaline solution 
within the gel was used as sole transfer medium, and transfer proceeded 
for 4 hr. The membrane was removed by soaking the glass plate, gel and 
membrane in water for 10 min. Gel fragments on the membrane could be 
rubbed off without dislodging the DNA, Pre-hybridization and 
hybridization to a labeled probe were then performed. Binding of the 
gel to 1 plate with Bind-Silane eliminated gel distortion during blot 
preparation. The band sharpness and resolution enabled single repeat 
variation to be detected with VNTR DNA probes. Resolution was achieved 
for 0.2-2.0 kb fragments. (8 ref) 

? t S14/3, ab/28-35 
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this invention. 

FULL TEXT: 826 lines 

ABSTRACT 



The present invention relates to a method for capturing a class of nucleic 
acids comprising (a) providing a population of nucleic acids, wherein the 
population comprises the class; (b) binding a probe moiety to nucleic acids 
of the class, thereby forming one or more complexes, wherein the probe 
moiety is attached to a substrate; and (c) capturing the complex. The 
method can be implemented in certain embodiments in a structure comprised 
of one or more reservoirs, preferably wherein the reservoirs include one or 
more second chambers that are in communication with a first chamber. 
Preferably, the present invention is used to capture the class of nucleic 
acids that comprise regulatory elements included in a population of nucleic 
acids isolated from a cell, tissue, or organism. An alternative preferred 
embodiment of the present invention involves the capture of the class of 
nucleic acids that comprises certain repetitive elements included in a 
population of nucleic acids derived from an organism. 
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FULL TEXT: 3373 lines 

ABSTRACT 

Methods and compositions for staining based upon nucleic acid sequence that 
employ nucleic acid probes are provided. Said methods produce staining 
patterns that can be tailored for specific cytogenetic analyses. Said 
probes are appropriate for in situ hybridization and stain both interphase 
and metaphase chromosomal material with reliable signals. The nucleic acid 
probes are typically of a complexity greater than 50 kb, the complexity 
depending upon the cytogenetic application. Methods are provided to disable 
the hybridization capacity of shared, high copy repetitive sequences and/or 
remove such sequences to provide for useful contrast. Still further methods 
are provided to produce chromosome-specific staining reagents which are 
made specific to the targeted chromosomal material, which can be one or 
more whole chromosomes, one or more regions on one or more chromosomes, 
subsets of chromosomes and/or the entire genome. Probes and test kits are 
provided for use in tumor cytogenetics, in the detection of disease related 
loci, in analysis of structural abnormalities, such as translocations, and 
for biological dosimetry. Further, methods and prenatal test kits are 
provided to stain targeted chromosomal material of fetal cells, including 
fetal cells obtained from maternal blood. Still further, the invention 
provides for automated means to detect and analyse chromosomal 
abnormalities . 
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FULL TEXT: 



1776 lines 



ABSTRACT 



The cloning and characterization of a human dopamine transporter (HUDAT) 
cDNA is described. RFLP analysis is used to determine the distribution of 
HUDAT alleles in two ethic backgrounds. The means by which the association 
between HUDAT alleles and behavioral disorders which have altered HUDAT 
expression as a basis for their etiology is discussed. Methods for 
evaluating the expression of HUDAT are described. 
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FULL TEXT: 



679 lines 



ABSTRACT 



According to the process of the invention, sets of restriction fragments 
from the DNA of an individual are prepared, these restriction fragments 



being separated by si^^^Probes are prepared by enzyma^^^ hydrolysis of DNA 
^from a genome bank the species to which thiMRdividual belongs, 

'separation of the fragments obtained as a function of their size, labeling 
these probes and placing them in contact, under hybridization conditions, 
with the aforementioned sets of restriction fragments. Finally, selection 
is made of the probes (capable of hybridizing with said set of restriction 
fragments) which do not give hybridization profiles identical to those 
obtained with known probes recognizing variable niiiriber 
tandem repeat regions. Applications for the probes thus 
obtained include, particularly, processes for identifying an individual, 
consanguinity testing, and investigating the origin of a seed. 
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ABSTRACT 



The present invention relates to methods of predicting the risk of 
osteoporosis. Specifically, the methods comprise isolating genomic 
DNA from an individual and determining an allelic pattern for IL-1 receptor 
antagonist (IL-lra) in the genomic DNA. The identification of at 
least one copy of allele 2 indicates increased susceptibility to 
osteoporosis . 
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FULL TEXT: 



727 lines 



ABSTRACT 



According to the process of the invention, sets of restriction fragments 
from the DNA of an individual are prepared, these restriction fragments 
being separated by size. Probes are prepared by enzymatic hydrolysis of DNA 
from a genome bank of the species to which this individual belongs, 
separation of the fragments obtained as a function of their size, labeling 
these probes and placing them in contact, under hybridization conditions, 
with the aforementioned sets of restriction fragments. Finally, selection 
is made of the probes (capable of hybridizing with said set of restriction 
fragments) which do not give hybridization profiles identical to those 
obtained with known probes recognizing variable number 
tandem repeat regions. Applications for the probes thus 
obtained include, particularly, processes for identifying an individual, 
consanguinity testing, and investigating the origin of a seed. 
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FULL TEXT: 



1131 lines 



ABSTRACT 



The present invention describes a process to test the association of an 
allele and a disease, especially a non-Mendelian disease. The process 
involves a comparison of the proportion of test individuals who have the 
disease and carry the allele from a set of families in which the allele is 
present and the proportion of test individuals expected to carry the allele 



if there is no associ^^pn between the gene and the di 
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FULL TEXT: 2 094 lines 

ABSTRACT 



A primer directed DNA amplification method to isolate efficiently 
chromosome-specific repeated DNA wherein degenerate oligonucleotide primers 
are used is disclosed. The probes produced are a heterogeneous mixture that 
can be used with blocking DNA as a chromosome-specific staining reagent, 
and/or the elements of the mixture can be screened for high specificity, 
size and/or high degree of repetition among other parameters. The 
degenerate primers are sets of primers that vary in sequence but are 
substantially complementary to highly repeated nucleic acid sequences, 
preferably clustered within the template DNA, for example, pericentromeric 
alpha satellite repeat sequences. The template DNA is preferably 
chromosome-specific. Exemplary primers ard probes are disclosed. The probes 
of this invention can be used to determine the number of chromosomes of a 
specific type in metaphase spreads, in germ line and/or somatic cell 
interphase nuclei, micronuclei and/or in tissue sections. Also provided is 
a method to select arbitrarily repeat sequence ' probes that can be screened 
for chromosome-specificity. 
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,FULL TEXT: 



4623^pnes 

ABSTRACT 



The present invention relates generally to a method of characterizing a 
sample of genomic DNA and to nucleotide sequences employed in the 
method as well as kits comprising these. In particular the invention 
involves the use of primers which selectively prime specific type(s) of 
internal repeat unit in a tandemly repeated region. The method of the 
invention is particularly useful in forensic or paternity studies and 
provides individual sample codes suitable for computerized storage on, and 
retrieval from, a database. 



4/3,AB/7 (Item 7 from file: 654) 

DIALOG(R) File 654:US Pat. Full. 

(c) format only 2000 The Dialog Corp. All rts . reserv. 
02881547 

Utility 

MULTIPLEX AMPLIFICATION OF SHORT TANDEM REPEAT LOCI 



PATENT NO. : 
ISSUED: 
INVENTOR (s) 



ASSIGNEE (s) 



APPL . NO . : 
FILED: 



5, 843, 660 

December 01, 1998 (19981201) 

Schumm, James ¥., Madison, WI (Wisconsin), US (United States 
of America) 

Micka, Katherine A., Oregon, WI (Wisconsin), US (United States 
of America) 

Rabbach, Dawn R., DeForest, WI (Wisconsin), US (United States 
of America) 

Promega Corporation, (A U.S. Company or Corporation), Madison, 
WI (Wisconsin), US (United States of America) 
[Assignee Code(s): 18871] 
8-632, 575 

April 15, 1996 (19960415) 



This application is a continuation-in-part of U.S. patent application 
Ser. No. 08-316,544, filed Sep. 30, 1994. The entire disclosure of that 
parent application is incorporated by reference herein. 



FULL TEXT: 



3051 lines 



ABSTRACT 



The present invention is directed to 
multiple distinct genetic loci using PCR 
determine in one reaction the alleles of 
the multiplex. 
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or other amplification systems to 
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FULL TEXT: 3543 lines 

ABSTRACT 

A method of characterizing a test sample of genomic DNA which method 
comprises amplifying a tandemly repeated region, comprising more than one 
type of repeat unit, as far as internal repeat units of a specific type so 
as to generate a set of amplification products which identify the relative 
positions of the internal repeat units within the tandemly repeated region, 
and separating the set of amplification products to provide a sample code. 
The sample codes are suitable for computerized storage on, and retrieval 
from, a database. The invention also provides a novel method for the 
detection of diagnostic base sequences in one or more nucleic acids 
contained in a sample. 
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ABSTRACT 



The present inventio^fci-s directed to 

,for detecting at ^^^P one short 

specific locus utilizing an allelic 

tandem repeat sequences of the same 
for the locus . 



an assay system^^ kit and a process 
tandem repeat s^Htnce from DNA at a 
ladder containing at least two short 
lengths as two or more known alleles 
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FULL TEXT: 



4452 lines 




ABSTRACT 



Methods are provided for assessing mutations of the APC gene in human 
tissues and body samples. APC mutations are found in familial adenomatous 
polyposis patients as well as in sporadic colorectal cancer patients. APC 
is expressed in most normal tissues. APC is a tumor suppressor. 
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FULL TEXT: 1261 lines 

ABSTRACT 



The present invention is directed to 
for detecting at least one short 
specific locus utilizing an allelic 
tandem repeat sequences of the same 
for the locus. 



an assay system, a kit and a process 
tandem repeat sequence from DNA at a 
ladder containing at least two short 
lengths as two or more known alleles 
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FULL TEXT: 3467 lines 

ABSTRACT 

Method for isolating a DNA segment indicative of an Alzheimer's disease 
trait in a family population, wherein said family population consists 
essentially of a plurality of blood relatives of an individual having a 
chromosome 14 Alzheimer's disease trait, by: preparing a test sample of 
immobilized separated genomic DNA fragments from a plurality of the 
blood relatives, contacting each of the test samples with a test 
oligonucleotide under conditions permitting hybridization of 
complementary single stranded DNA molecules, wherein the test 
oligonucleotide is complementary with at least a portion of a genetic 
marker located between band qll.2 and band q32 . 1 in chromosome 14, 
identifying a plurality of hybridized molecules so formed as alleles of the 
genetic marker in the family population, identifying one of the genetic 
marker alleles as indicative of the Alzheimer's disease trait in the family 
population by either determining by pedigree analysis a segregation value 
for each of the genetic markers alleles and the Alzheimer's disease trait, 
and selecting an indicative genetic marker allele that co-segregates with 
the Alzheimer's disease trait in the family population, or measuring 
genetic linkage between each of the genetic marker alleles and the 
Alzheimer's disease trait, and selecting a genetic marker allele as 
indicative of the Alzheimer's disease trait in the family population if the 
selected genetic marker allele has a maximal LOD score of at least 3 at a 
recombination fraction of about 0.0 to about 0.1 for genetic linkage with 
the Alzheimer's disease trait in the family population, and isolating a 
chromosome 14 DNA segment containing the indicative genetic marker allele. 
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FULL TEXT: 2125 lines 

ABSTRACT 

The present invention is related to the identification of cloned DNA 
sequences that reveal individual multiallele loci. The loci are used in the 
process of the present invention to provide convenient and accurate genetic 
identification. A large number of clones that recognize VNTR loci 
have been isolated from a cosmid library and characterized. 
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1738 lines 



ABSTRACT 



The present invention relates to a DNA profiling assay for detecting 
polymorphisms in a short tandem repeat. The method includes the steps of 
extracting DNA from a sample to be tested, amplifying the extracted DNA and 
identifying the amplified extension products for each different sequence. 
Each different sequence is differentially labeled. In the method, internal 
and external standards can also be used. The method is applicable to a wide 
variety of forensic and medical samples, including blood, semen, vaginal 
swaps, tissue, hair, saliva, urine and mixtures of body fluids. A short 
tandem repeat sequence which can be characterized by the formula (A sub w G 
sub X T sub y C sub z) sub n, wherein A, G, T and C represent the 
nucleotides, w, x, y and z represent the number of nucleotide and range 
from 0 to 7 and the sum of w+x+y+z ranges from 3 to 7 and n represents the 
repeat number and ranges from 5 to 50. The labels can be from a variety of 
groups, including fluorescers, radioisotopes, chemiluminescers, stains, 
enzymes and antibodies. Also described is a kit. Further, a method of 



detecting the polymo^^ic short tandem repeats com^iLsing the steps of 
•either searching the repeats in a data^^^se or comparing 

oligonucleotides and searching for the repeats in a genetic library. 
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FULL TEXT: 2145 lines 

ABSTRACT 

The present invention is related to the identification of cloned DNA 
sequences that reveal individual multiallele loci. The loci are used in the 
process of the present invention to provide convenient and accurate genetic 
identification. A large number of clones that recognize VNTR loci 
have been isolated from a cosmid library and characterized. 
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